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IIpoTHBoonyxoJieBwe n aHTHBiipycni>ie nenxiiAbi 

OSjiaCTfc TeXHMKH 

IIpeAJiaraeMoe H3o6pexeHHe othochtch k nenxn;jaM h 6ejiKaM 
5 nporaBoonyxoJieBoro h aHXHBHpycHoro #eftcxBHH, a xaioKe k JieKapcTBeHHBiM 
cpe^CTBaM Ha hx ocaoBe. 

rtpe^niecTByiomHH ypoBeHB tcxhhkh 

H3BecTHBi npoTHBOonyxoneBMe nenxHflBi H3 rpynnti SireoMHimHa (1). 
10 BjieoMHUHHti 0Ka3BiBaK>T npaMoe uHTOTOKCHHecKoe ^eftcTBHe Ha onyxojieBtie 

KJieTKH, O^HaKO B 03M02KHOCXH HX XIpHMeHCHHH B KJIHHHKC OipaHHHeHH 

BBipa^ceHHbiMH no6oTOMMH 34)4>eKTaMH ? npeayje Bcero co cxopoHBi JierKHx h no^eic. 
H3Becrao npHMeHeHHe peKOM6HHaHTHBix 6ejiKOB H3 rpynnti HHTep^epOHOB B 
Ka^ecTBe aKTHBaTopOB npoxHBOonyxoJieBoro HMMyHHxexa h hhxh6hxopob 
15 npojiH<J>epamffl onyxoJieBBix KjiexoK. HHxep<j>epOHBi npHMeHflioxcH jxwl jieneHHH 

MHOKeCTBeHHOH MHCJIOMH (2), 6oJie3HH Xo^^CKHHa (3) 5 MHeJIOHAHOH JICHKeMHH (4). 
O^HaKO BBICOKaa CTOHMOCTB HHTep(J)epOHOB #eJiaeX HX MaJIO^OCTynHBIMH RJW 

mnpoKoro kjihhhhc cKoro npHMeHeHHH. flpyrHM orpaHHH ghh cm cnyacax noSoHHBie 

34>4>eKTBI ? CBH3aHHE>ie C B03MOKHOH IIHpOreHHOCTBK), HMMyHOreHHOCTBK) H tfpyTHMH 

20 He^cejiaTejiBHBiMH cBoiicxBaMH peKOM6HHaHTHoro HHTep<^epoHa. 

HsBecTHH npe^jioaeeHHa no HcnoJiBSOBaHHio nenxBWHBix HH^yicxopoB anonxosa b 
KanecTBe noxemjHajiBHBix npoxHBonyxojieBBix npenapaxos (5). OAHaico 
KJiHHH^iecKHe nepcneKTHBBi axoro HanpaBJieHHK ocxaioxcK HeH3y*jeHHBiMH . B 
HacxoHiqee BpcMa Ha cxa#HH pa3pa6oxKH h kjihhhhockhx HcnBixaHHH b KanecxBe 

25 npoxHBonyxojieBBix cpe^cxB Haxo^Hxca ps# CejiKOBBix npenapaxoB ijhxokhhoboh 
npHpo^Bi (6). HaH6oJiBinyio h3bccxhoctb nojiy^Hjio HcnojiB30BaHHe HHxepjieftKHHa- 

2, O^HaKO BBICOKa^ XOKCHHHOCXB H CXOHMOCXB pCKOM6HHaHXHOrO HHxepJieftKHHa-2 

orpaHHTOBaiox ero npHMeHeHHe b mnpOKOH OHKOJiorHHecKon npaKXHKe. 
H3BecxHO npHMeHeHHe 6enKOB reMoijHaHHHOB h apHJi^opHHOB b KanecxBe 
30 aKXHBaxopoB HMMyHHoro oxsexa h npoxHBOonyxojieBHX areHXOB (7). 

HecMoxpn Ha HajiHHHe nepenHCJieHHBix BBinie h flpyrax pa3pa6oxoK, onHcaHHBix b 
HHxepaxype, xepannn OHKOJioraraecKHX 3 a6 ojieB aHHH bo mhotox cjiynaax ocxaexoa 
Majio34>4>eKXHBHOH h npaKXHHecKH Bcer#a bbicokoxokchhhoh h .zjoporocxojriiteH. 



3AMEHJIIOm;HH JIHCT (nPABHJIO 26) 



WO 2005/068491 PCT/RU2004/000541 

2 

riosTOMy noHCKH hobbix no,zpco,n;oB k TepanHH onyxojteH ocTarc>TCJi o^hoh H3 
Han6ojiee octpbix npo6jieM coBpeMCHHoft Me^HmiHBi. 

H3BecTHE>i KMMyHOMO^yjiHpyioiniHe nenxii^Bi - ajuio(J)epoHBi (8). Ochobhoh o6jiacTBio 
npHMeHeHHU amio^epoHOB HBjmeTCii jie^eHne BHpycHBix HH(|>eianHH. B to tkq BpcMH 

5 HMdOTGJI CBe^eHHH O npOTHBOOIiyXOJieBBIX CBOHCTBaX ajIJKX^epOHOB, OCHOBaHHBIX Ha 
aKTHBaipiH MexaHH3MOB npOTHBOOnyXOJieBOrO HMMyHHTCTa - HHTepc|)epOHOB H 

ccTecTBCHHBix KHjinepoB (9). Ajuio^epOHBi jiBjunoTCii HanSonee 6jih3khmh anajioraMH 
npe^JiaraeMoro H3o6pexeHH)i no XHMiraecitOH CTpyiciype h MexaHH3My ^chctbhh. 

10 PacKpwTHe H3o6pereHHH 

3 KCIICpHMCHTajIBHBIC HCCJIC^OBaHHK npOTHBOOnyXOJieBOH aKTHBHOCTH 

ajiJio(J)epoHa noKa3ajin 5 hto 3aflBJiaeMUH iienxiiA no^aBjiHex pocT cHHreHHoro 
onyxojieBoro xpaHcnjiaHxaxa y MBimeii h Ha 3tom ocHOBaHHH MOKex Sbixb oxneceH k 
nepcneKTHBHBiM npoxHBOonyxojieBBiM npenapaxaM. 34>$eKX ajuio(|)epoHa 

15 peaJiH3yexc5i Ha ypoBHe cncxeMHoro oxsexa opraHH3Ma na xpaHcnjiaHTHpoBaHHyio 
onyxojiL, B to nte BpeMH Ha KJieTO^HOM ypoBHe bjihhhhc ajuio^epoHa Ha 
npojiH^epai^Hio onyxoJiH 0Ka3BiBaeTca 6ojiee cjkwkhbim. B nacTHOcxH, 3KcnepHMCHXBi 
in vitro noicasajiH, hto ajuio^epoH, b 3aBHCHMOCTH ox KOHn;eHTpaij;HH b KyjiBTypajiBHoft 
cpe^e, MOicex icaic HHra6HpoBaxB (b o6jiacTH bbicokhx KOH^HTpaipiii), xaK h 

20 CTHMyjiHpOBaTB (b o6jiacTH hh3khx KOH^Tpaipiii) npojiH$epaij;Hio onyxojieBBix 
KJiexoK. HajiHHHe pocTCTHMyjiHpyioiijeii aKTHBHOCXH orpaHHHHBaex bo3mo:hchocth 
Hcno jib3ob aHHii ajijio4>epoHa %jw xepanHH onyxojieft, r^e noftaBjiemie npojiH^epauiHH 
MajiHrHH3HpoBaHHBix KJiexoK iiBJiaexca ochobhoh n;ejiBK) JieneHH^. 
3a#aHeii HacTonmero H36peTeHHH kbji&gtch pa3pa6oTKa npenapaxoB, KOTopBie, 

25 coxpaH^E i^MMyHOMO^yjiHpyiomHH MexaHH3M AeficxBHa ajuiocj)epoHa 5 b to >ice BpeMH 

oSjta^aJTH 6BI CHH3KCHH0H pOCTCTHMyJIHpyK)H*eH aKTHBHOCXBK) H nOBBIIHCHHOH 
aHTHnpOJIH^epaTHBHOH H U[HTOTOKCHHeCKOH aKTHBHOCTBK) B OTHOHieHHH OnyXOJieBBIX 
KJieTOK. 

C 3toh i^ejiBio pa3pa6oTaHO hoboc ceMeHCTBO nenTH^OB, oTjinnaioitcHxc^ ot 
30 ajino^epoHOB h Kpyrnx 6HOJiorHHecKH aKTHBHBix coe#HHeHHH cTpyicrypoit 

MexaHH3MOM ^eHCTBHil H tfOCTHraeMBIM xepaneBTHHeCKHM 34>4>eKTOM. 

ITpe^JiaraeMaa rpynna coe^HHemiH othochtch k jihhchhbim nenxn^aM, cxpoeHHe 
KOTOpBix onHCBiBaexc^ cjie^yiomefi cTpyioypHOH 4>opMyjioH: 
Xi Trp Gly Gin X 2 (1) 
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TRe Xi oxcyxcxByex, jihSo co^ep^KHX He MeHee 1 aMHHOKHCJioxBi, 
X 2 oxcyrcTByeT, jih6o co£ep>KHT He Menee 1 aMHHOKHc jiotbi . 
IIpH pa3pa6oTKe nacxojiinero H3o6pexeHHH b KanecTBe 6a30soft cxpyKTypBi 6biji 
HcnojiB30BaH nenTHA, npeAcxaBJieHHHH b Ta6jinije 1 no^ Ha3BaHHeM aJiJiocTaTHH 1 
5 (SEQ ID NO 1). AjinocxaTHH 1 6biji cHHxe3HpoBaH Mexo^oM xsep,o;ocj3a3Horo cHHTe3a 

H HCnOJIB30BaH £JIH H3yHeHHH 6HOJK>rHHeCKOH H TepaneBTHHCCKOH aKTHBHOCTH 

npe^JiaraeMBix nenxH,zz;oB. Hccjie.qoBaHHH, pesyjiBxaxBi KoxopBix cyMMHpOBaHBi b 
npiiBe^eHHBix HH>*ce npHMepax, noKa3ajiH 5 hxo AaHHtifi nenxH^ o6jia^aex 
npoxHBOonyxojieBofi aKXHBHOcxBK> ? ocHOBaHHoft Ha np^MOM no,naBJieHHH 
10 nponH^epauiHH onyxojieBBix KJiexoK h ycnjieHHH onpe^ejieHHBix 3BeHBeB 
npoxHBOonyxojieBoro HMMy HHxexa . 

KoMnBioxepHBift aHaJiH3 6a3 #aHHBix no cxpyxxype h CBoficxBaM SejiKOB h nenxH^OB 
ycxaHOBHJi, hxo ^aHHoe coe#HHeHHe oxhochxch k HOBOMy HeH3BecxHOMy paHee 
ceMeficxBy 6HOJiorxraecKH aKXHBHBix nenxHAOB. OpHFHHajiBHaH cxpyKxypa 
15 npe^jiaraeMBix nenTKROB o6ecneHHeaex #ocTH;*ceHHe hoboto xexHHnecKoro ypoBHH 
- bosmo^chocxh 3<|)<|)eicxHBHoro noAaBJieHHH onyxojieBoro pocxa h JieneHHH Ha 3xoh 
OCHOBe OHKOJIOrHHeCKHX 3a6ojieBaHHH. 

AHaJIH3 TOMOJIOrHH aMHHOKHCJIOXHBIX CHKBeHCOB aJIJIOCXaXHHa 1 H H3BecXHBIX 

6cjikob h nenxHAOB, BBinojiHeHHBiH npn noMomH nporpaMMBi Blast search no 
20 MaxepnajiaM 6a3Bi AaHHBix Swissprot, bbihbhji p^A cxpyicxypHBix aHajioroB 
npe#JiaraeMBix nenxHAOB. 3th #aHHBie cyMMHpOBaHBi b Ta6jiHii;e 1. 
BBiaBjieHHBie chkbchcbi c bbicokhm ypoBHeM tomojiothh no oxHomeHHio k 
ajuiocxaxHHy 1 npHHaAJie^Kax k oahopoahoh c xohkh speHHK cxpyicxypBi, 4>yHKu;HH n 
npoHcxo:>K£eHHJi rpynne coeAHHeHHH - npHOHOBBiM 6ejiKaM (PrP). IlpHOHOBBie 
25 6ejiKH (npHOHBi) npoAyijHpyioTCfl KJiexKaMH pa3jn«HOH xicaHeBOH npHHaAJie>KHOcxH 
MHornx bhaob >khboxhbix ? b xom HHCJie nejioBeica h Apyrnx MJieKOnHXaEOIUHX. 

OyHKmiH npHOHOB B HOpMe OCXafOTCK MaJIOH3yneHHBIMH. B TO >Ke BpeMH H3BeCXH0 5 

hxo npH onpeAeJieHHBix ycJioBHax npHOHBi Moryx npeTepneBaxB KOH^opMaijHOHHBie 
H3MeHeHH£ 5 b pe3yjiBTaxe KoxopBix B03HHKaex naxojiorHHecKaK H3o<j)opMa scrapie, 
30 oxBexcxBeHHaa 3a pa3BHxne neKOxopBix HCHpoAereHepaTHBHBix 3a6ojieBaHHH. 
3pejiBifi npnoHOBBiH 6ejioK o6bihho co#ep>KHT 6oxtee 200 aMHHOKHCJioTHBix 
ocTaxKOB. IlaxojiorHHecKHe cBoftcxBa npHOHOB CBH3aHBi c $parMeHxaMH ? 
roMOJiorHHHBiMH (|>parMeHxy 114-134 PrP I 6BiKa 5 b ocoSeHHoexn aMHJioHAHOMy 
rHApo(J)o6HOMy ynacxicy AGAAAAGA axoro 4>parMeHxa (10). AjuxocTaTHH 1 
3AMEHJIK>IIJHH JIHCT (nPABHJIO 26) 
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roMonorHHeH noBTopjnoiijHMCJi ynacTicaM 64-75, 72-83, 80-91, 87-98, 96-108 h 
CTpyKTypHO coBepmeHHO OTJiHHeH ot ynacTica 114-134 PrP I. TecHoe cTpyKTypHoe 
cxo^ctbo 3THX y^acTKOB h npe,n;jiaraeMBix nercnmoB (HanpHMep, b ynacTice 96-108 
PrP I StiKa coBna^aioT c ajuiocTaTHHOM 11 aMHHOKHCJioT H3 13 hjih 84%) 
5 npeflnojiaraeT h cxo^ctbo SHOJioraHecKoit aKTHBHocra. IIo3TOMy c bbicokoh 

CTeneHBK) BepOflTHOCTH MO)KHO npeflnOJIOECHTB, HTO (J)parMeHTBI IIpHOHOB 

MJieKonHTaiomxix, roMOJiorHHHBie npe^jiaraeMLiM npoTHBoonyxojieBBiM nenTH^aM, 
Taioice oojia^aioT cxo^hoh npOTHBoonyxoneBOH aKTHBHOCTBio. MexaHH3M 
BepojiTHoro npoTHBOonyxojieBoro ^chctbhh sthx 4>parMeHTOB HeH3BecTeH, o^HaKO 

10 ecTB ^aHHBie, coraacHO kotopbim npnoHBi HMeioT OTHomemie k peryjiaijHH 
aKTHBHOGTH T-jihm^oijhtob (11). T-jihm(J)Oii;htbi, b cboio OHepe^B, nrpaior 
KjaoneByio pojiB b peaiojHHx npoTHBOonyxojieBoro HMMyHHTexa. 
CTpyKTypHO-(J)yHKij;HOHajiBHoe cxo^ctbo c 4>parMeHxaMH npHOHOB MJieKonHTaioiijHx 
nosBOJiaeT BBi^enHTB noTeHniHajiBHo BapnaGejiBHBie ynacTKH cHKBeHca 

15 npe^JiaraeMBix nercraAOB, b kotopbix saivieHa cocrraBa h nopa^ica cjie^oBaHHii 

aMHHOKHCJIOT He OKa>KCT CyillCCTBeHHOrO BJIHHHHS Ha (J)yHKUiHOHaJlLHBie CBOHCTBa 

MOJieKyjiBi b n;ejiOM. C yneTOM pacnpe^ejieHHii BapHa6ejiBHBix h KOHcepBaTHBHBix 
ynacTKOB aMHHOKHCjioTHBix nocjie^OBaTejiBHocTeH, npHBe/i;eHHBix b TaGnnije 1, 
oGmaz cTpyKTypHaa <|)opMyjia (1) BKJnonaeT .HBe Bapna6ejiBHBie sohbi Xi h X2, 

20 paSAeJieHHBie KOHCepB aTHBHOH nOCJietfOBaTeJIBHOCTBK) H3 aMHHOKHCJIOT 

TpHnTO(J)aHa, rjimjHHa h nnoTaMHHa (Trp-Gly-Gln). BapnaSejiBHBiH ynacTOK Xi 
Mo>iceT oTcy tctbob aTB hjih co^ep^caTB 5 h 6onee aMHHOKHCJIOT. B apHa6e jibhbih 
ynacTOK X2 mo>kct oTcyTCTBOB aTB huh co,n;ep3KaTB #o 7 h 6ojiee aMHHOKHCJIOT. npH 
3tom npe^jiaraeMBie nenTHABi MoryT bxo^htb b cocTaB 6ojiee KpynHBix 
25 aMHHOKHCjioTHBix nocjieAOBaTejiBHOCTeft b KanecTBe (J)yHKi^HOHanBHO Ba>KHOH nacra 
Apyrnx nonHnenTH^OB h 6cjikob, HanpHMep npHOHOBBix SejiKOB c ajihhoh ijenn ro 

250-300 aMHHOKHCJIOT. 

CoeflHHeHHH npe^jiaraeMOH CTpyKTypBi, npe^cTaBJieHHBie ajinocTaTHHOM 1, 
cHHTe3HpoBaHBi c HcnojiB30BaHHeM TBep,fl;o4)a3Horo MeTO^a CHHTe3a h 

30 OXapaKTepH30BaHBI MeTOtfaMH BBIC0K03(|)(|)eKTHBH0H HCH^KOCTHOH xpoMaTorpa(J)HH H 

Mace cneicrpoMeTpHH . Ohh Moryr 6bitb nojiyneHBi b BH^e 3(J)HpoB, cojieft, aMH^oB 
hjih hhbix 4>apMan;eBTHHecKH npneMJieMBix npoH3BO^HBix. ITomhmo XHMHHecKoro 
cHHTe3a, npe^JiaraeMBie nenTH^Bi mo>kho nojiynaTB MeTO^aMH reHHOH HmKeHepHH 

HJIH H3BJieKaTB HX H3 npHpO^HBIX HCTOHHHKOB. 

3AMEIMIOnjHH JIHCT (IIPABHJIO 26) 



WO 2005/068491 PCT/RU2004/000541 

5 

JSpymuu cTpyKTypHBiMH aHajioraMH npe^JiaraeMBix nenxH^oB hbji^iotch 
ajiJio^epoHBi, oGmaa cxpyKxypHaa ^opMyjia KoxopBix AaHa b naxeHxe (12). 
Pe3yjiBTaTBi cpaBHHTejiBHoro aHajiH3a cxpyicxypHBix <J)opMyji ajuio^epoHOB h 
npe^JiaraeMBix nenxH,a;oB 3 aiuiocxaxHHOB, npHBe^eHBi b Ta6jnnjax 2 h 3. B Ta6jinn;e 
5 2 conocTaBJieHa CTpyKTypa anuio(j)epoHa 1 (SEQ ID NO 12) h ajiJiocxaxHHa 1 (SEQ 
ID NO 1), AByx xapaKTepHBix npeAcxaBHxeneii cpaBHHBaeMBix ceMencTB nenra^oB. 
H3 cpaBHeHna bh^ho, hto sxh nenTH^Bi pa3JiHHaioxc5i aMHHOKHCJioxaMH b no3Hu;HJix 
6 h 1 1 3 npeACTaBJieHHBix y ajuio^epoHa 1 thcthahhom h BajiHHOM, a y ajiJiocxaxHHa 

1 TpHIITO (J) aHOM H TpCOHHHOM, COOTBeTCTBeHHO. Il03HIi;HH 6 H 11 COCXaBJIiHOX 

10 HensMeHHyio nacxB h xapaKTCpHBiH npH3Haic Bcex ajuio^epoHOB corjiacHo naTeHTy 
Pochh N° 2172322. 3aMena aMHHOKHCjiox b sxhx no3HipiHX Ha TpanTo^aH h 

TpeOHHH npHBO^HT K ^CejiaeMOMy H3MCHeHHK) 6HOJIOrHHeCKOH aKXHBHOCXH H 

TepaneBra^ecKoro 3<J)(|>eKxa 5 KaK noKa3aHo b npHBe^eHHBix HHKe npHMepax. 
ConocTaBJieHHe o5ih;hx cxpyicxypHBix ^opMyji (Ta6jiHn;a 3) noKasBiBaex, hto cocxaB 
15 KOHcepBaxHBHBix ynacxKOB h pacnojio^ceHHe Bapna6eJiBHBix ynacxKOB b cocxaBe 
MoneKyjiBi ajuiocxaxHHOB h ajuio^epOHOB KanecxBeHHo pa3Jnraaioxc5i. Ha 3xom 
ocHOBaHHH ohh Moryx Sbixb oxHeceHBi k AByM pasHBiM ceMeitcxBaM nenxHtfOB. 

CBe^eHHH, no^xBep^naiomHe bosmo^khocxb ocymecxBJieHHK H3o6pexeHHH. 

20 IIpHMep 1, Chhtc3 ajijiocTaTHHa 1 

IlenxH^;, cocxohiijhh hs 13 aMHHOKHCjiox, cooxBexcxByion^Hx cxpyKxype ajiJiocxaxHHa 1, 
6biji cHHXC3HpOBaH Mexo^OM XBep/jo^asHoro cHHxe3a Ha aBxoMaxHHecKOM 
MHoroicanaJiBHOM CHHxesaxope Multisyntech GmbH Witten c HcnoJiB30BaHHeM Fmoc- 
(N-[9-4>JiyopeHHji] MexoKCHicap6oHHJi)~3aMein;eHHBix aMHHOKHCJiox. OnncxKa 

25 cHHxesHpoBaHHoro nenxH^a npoH3BO,zjHjiacB Mexo^oM o6paxHO<j)a3HOH B33KX Ha 
xpoMaxorpa(J)e Shimazu LC8 c kojiohkoh Chromasil CI 8, 10 mm. Hncxoxy nojiyneHHoro 
nenxH^a KOHxpojinpoBajiH xaioice Mexo^oM B35KX (Onr. 1). KoppeKXHoexB cHHxe3a 
no^XBep^KfleHa MaccneKxpoMexpHHecKH Mexo^OM MALDI-TOF Ha npH6ope Finnigan 
TSQ 7000 (Ohi\ 2). 3iccnepHMCHxajiBHo ycxaHOBJieHHaa Macca nenxn^a cooxBexcxByex 

30 pacnexHOH, pa3JiHHH5i Haxcwrrcji b npe^ejiax ohih6kh H3MepeHHH. 

BLpHMep 2. BjiHHHHe aJiJiocTaTHHa Ha npojiHcbepamno onyxojieBjbix kjictok in vitro 
IJejiBK) 3KcnepHMeHxoB ? hsjiokghhbix b HacxoameM pas^ejie, JiBjiHexcji cpaBHHxejiBHBitt 
aHajiH3 bjihhhhji ajiJiocxaxHHa h ajuio4>epoHa Ha nponH^epamno onyxoneBBix KJiexoK. 
3AMEHJIIOIIJHH JIHCT (nPABHJIO 26) 
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CpaBHHBajiH 3(J)4)eKT ajuiocTaTHHa 1 h ajiJio^epOHa 1 b KOHijeHTpaijHax 0.001, 0.01, 0.1 , 
1 h 10 MKr/MJi Ha npojiH(J)epaTHBHyio aKTHBHocTB b MaccoBofi KyjiBType onyxojieBBix 
KJieTOK jihhhh P388,ZJ1. B JiyHKH 24-jiyHOHHBix njiaHineTOB BBiceBajin no 5000 kjictok, 
cycneH^HpoBaHHbix b 2 mji cpetfBi RPMI 164. B onBrrax HcnojiBsoBajiH cpe,ny, 
5 co^ep^camyio 5% cfreTajiBHOH cbibopotkh TeneHKa nponsBO^CTBa 4>hpmbi «Ehojiot». 
ELpenapaTBi bhochjih b Jiymai b 0.2 mji toh >i<e cpe^Bi cpa3y nocne noceBa kjictok, b 

KOHTpOJie BHOCHJIH 3KBHBaJieHTHOe KOJIHHCCTBO Cpe^BI 6e3 npenapaTOB. KoJIHHeCTBO 

kjictok b 1 mji HHKy6au;HOHHOH cpe^bi onpe^ejiKJiH c noMonjBio KaMepti TopneBa. Ha 
ocHOBe 3-x HesaBHCHMBix onpe^ejieHKH paccHHTBiBajiH cpe^Hee kojihhcctbo kjictok b 1 
10 mji HHKyGaijHOHHOH cpe^ti nepe3 21, 44, 90 h 1 14 nacoB nocne Hanajia onBiTa. 

Ha <Dnr. 3 npe^CTaBJieHa xapaicrepHaa KapTHHa bjih^lhhk ajuiocTaTHHa h ajuio^epoHa Ha 
^HHaMHKy pocTa nonyjrajHH onyxojieBBix kjictok. B KanecTBe KpHTepnsi oijchkh 

aHTHnpOJIH^)CpaTHBHOH aKTHBHOCTH npenapaTOB 3,H;eCB BBlSpaHa BejIHHHHa KpaTHOCTH 

pocTa nonyjiflijHH sa 90 nacoB HaSjuo^emia, onpe^ejiaeMaa icaic cooTHoineHHH 
15 KOJiHHecTBa KJieTOK Ha JiyHKy b Hanajie h KOHije nepno^a HHKy6an;HH. 3a 3tot nepno^ b 

KOHTpOJie KOJIHHeCTBO KJieTOK B03pOCJIO npHMepHO B 30 pa3. B npHCyTCTBHH 

npenapaTOB kojihhcctbo kjictok h, cootbctctbchho, ckopoctb npojracjDepaijHH 

CHHECaJIHCB AOSOSaBHCHMBIM 06pa30M. npH 3TOM aJIJIOCTaTHH b ^nanasoHe 

KOHii;eHTpaij;HH 0.001-1 mkt/mji b 3-7 pas npeBOcxoAHJi ajuio^epoH no 

20 aHTHnpOJIHC^epaTHBHOH aKTHBHOCTH. AJIJIOCTaTHH B KOffljeHTpaiJHH 10 mkt/mji 

npaKTHHecKH nojiHocTBio npeKpaTHJi pocT nonyji^n;HH onyxoneBBix kjictok b 
Ha6jno^;aeMBiH nepno^. 

TaKHM o6pa30M, AaHHBift npHMep AeMOHCTpnpyeT Hajinnne y anjiocTaxiiHa 
aHTHnpojiH^epaTHBHoii aKTHBHOCTH h ero npeHMymecTBO b 3tom OTHoineHHH no 
25 cpaBHCHHio c ajijio(j)epoHOM. 

npHMep 3. B3anMOjeHCTBne ajuiocTaTHHa h npoTHBoonvxojieBBix uhtocththkob in 

vitro 

B 3tom npHMepe npiiBe^eHti MarepHajiBi, ^eMOHCTpnpyioiijHe B3aHMo,n;eHCTBHe 
30 ajuiocTaTHHa h KJiaccHHecKoro ijHTOCTaraKa, ijHKJio^oc^aMHAa, b othohichhh 
no^aBJieHHH KJiOHoreHHOH aKTHBHOCTH onyxojieBBix kjictok. noKa3aTejiB k JioHorcHHO h 
aKTHBHOCTH nosBOJiaeT onpe^ejiHTB, KaKaa ,n;ojifl onyxoneBBix kjictok H3 o6in;ero nyjia 
cnocoSHa ,a;aBaTB 3KH3Hecnoco6HBie kjiohbi h TaKHM o6pa30M ynacTBosaTB b pocTe h 
pacnpocTpaHeHHH onyxojiH. OcHOBHan ijejiB xeMOTepannn coctoht b yHHHTO^eHHH 
3AMEroiIOIIJHH JIHCT (IIPABHJIO 26) 



WO 2005/068491 PCT/RU2004/000541 

7 

HMCHHO 3THX aKTHBHO npOJIH(|)epHpyiOmHX KJieTOK. 

MeTO^HKa nocTaHOBKH 3KcnepHMeHTa cocTOHJia b cjie^yiomeM. Kjictkh jihm^ohahoh 
Heonna3MLi mbiiiih jihhhh P388fll KyjiBTHBHpOBajiH b cpe^e RPMI 1640, co^ep>Kain;eH 
rJiyTaMHH, reHTaMinjHH h 10% 3M6pHOHajiBHOH cbibopotkh TejieHKa «High clone». IIpH 
5 nocTaHOBKe onBrra b aneHKH 24-jiyHOHHBix KyjiBTypajiBHBix njiaHineTOB bhochjih no 100 
KJieTOK b 1 mji cpe^Bi yKa3aHHoro cocTaBa. Cpasy nocne 3Toro b jiymcn 

bhochjih no 0,1 mji cpeABi 6e3 npoBepaeMBix npenapaTOB ( KOHTpojiBHBie Jiymcn ) hjih c 
npenapaTaMH. Kaac^BiH BapnaHT onBiTa 6biji nocTaBneH b Tpex HesaBHCHMBix 
noBTOpHOCTHX. KojiHHecTBo kjiohob no^cHHTBiBajiH nepe3 7 ^Hefi nocne Hanajia 

10 KyJIBTHBpOBaHHH. 

KaK bhaho H3 Ta6jiHu,Bi 4, b ycjiOBHKX AaHHoro 3KcnepHMeHTa okojio 15% onyxojieBBix 
KJieTOK oGpasoBajiH 3KH3Hecnoco6HBie kjiohbi. Hh n;HKjio(i)oc(J)aMH t zi; 3 hh ajuiocTaTHH, 

B33TBie B OT^eJIBHOCTH, He OKasaJIH 3aMeTHOrO BJIHJIHH5I Ha npOH;eCC KJIOHHpOBaHHil. B 
TO >Ke BpeMK HX COHeTaHHe CymeCTBeHHO CHH3HJIO KJIOHOreHHyK) aKTHBHOCTB 

15 onyxojieBBix KJieTOK, nponopijHOHajiBHO jxo3Q ajniocTaTHHa. 

HacTOiimHH npHMep noKasBraaeT, hto ajuiocTaTHH HMeeT nepcneKTHBBi HcnojiB30BaHH£ 
b KOMSHHHpoBaHHoft xeMOTepanHH onyxojien b coneTamiH c ijHTOCTaTHKaMH rana 

UiHKJIO^OC^aMHAa. 

20 npnMep 4. IIpoTHBOonyxojieBoe fleficTBHe ajiJiocxaxHHa Ha mojiemi nepeBiiBHtix 

onyxojieii y MBimeti 

Jla6opaTopHBiM MBiinaM jihhhh DBA-1 no^KOECHo npHBHB ajiH no 3000 onyxojieBBix 
KJieTOK CHHreHHOH jihhhh P388fll. Ha cne,ayion^HH #eHB >KHBOTHBie 6bijih pa3,a,ejieHBi 
Ha 4 3KcnepHMeHTajiBHBie rpynnBi. B nepBOH rpynne ohh nojiynajiH tojibko ajuiocTaTHH 

25 noAKO^cHo b ,n;o3e 25 mkt Ha 4 5 11 h 18 cyTKH nocne TpaHcnJiaHTaijHH onyxojieBBix 
KJieTOK; bo BTOpofi rpynne KOMSHHaijHio iprrocTaTHKOB njHKJio^oc^aMHAa (0.56 Mr), 
AOKcopy6HH|HHa (0.036 Mr) h BHHKpHCTHHa (1.05 MKr) b AeHB TpaHcnjiaTanjHH, nepe3 7, 
14 h 21 cyxKii; b TpeTBeft rpynne ajuiocTaTHH h KOM6HHan;Hio i^hto cTaTHKOB no toh >ice 
cxeMe. B neTBepTOH rpynne (kohtpojib) >khbothbim b Te >Ke cpoKH bbo^hjih 

30 pacTBopHTejiB (0.9% NaCl). 

B KOHTpojiBHOH rpynne najiBnnpyeMBie onyxojiH b MecTe TpaHcnjiaHTai^HH kjictok 
HanajiH no^BjniTBc^ nepe3 20 AHeH, nepe3 25 flHeii Bee mbhuh hmcjih rannnHBie 
noAKO^CHO pacnojio^ceHHBie onyxojiH pa3MepoM ot 5 ao 26 mm b ^HaMeTpe (<Dnr. 4). B 
rpynnax, nojiynaBHinx OT^eJiBHO ajuiocTaTHH hjih iprrocTaTHKH, onyxojiH nojiBjrajiHCb c 
3AMEHJnOmHH JIHCT (IIPABHJIO 26) 
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sa^ep^cKOH, y He6oJiBHiOH Hacra ^khbothbix onyxojra He c(|)opMHpoBajiHCB Ha 
npOTJDKeHHH Bcero cpoica KaQmoRemin. B to tko BpeMa coneTaHHe ajuio cTaTHHa h 
ijHTocTaTHKOB oSecneHHJio pe3Koe h bo MHorux cjiy^aax Heo6paraMoe 
npoTHBOonyxojieBoe ^encTBne. B 3toh rpynne tojibko y 40% MBimen ccj>opMnpoBajiHCB 
5 onyxojiH b TeneHHe nepno^a Ha6jno^eHHK (P< 0.001 no othohichhio k kohtpojiio h P< 
0.05 no OTHonieHHio k rpynne, nojiynaBnieii tojibko iprrocTaTHKH). 

^aHHBin npHMep, icaK h npnMep 3, cBH^eTejiBCTByeT, ^xo ajuio cTaTHH oica3BiBaeT 
BBipa^ceHHoe npoTHBOonyxoneBoe ^eficTBHe npn npHMeHeHnn b coneTaHHH co 
cpe^cTBaMH CTaH^apTHoit xeMOTepannn, nrapoKO ncnojiBsyeMBiMH npn JienemiH 
1 0 jieiiK030B h Apyrax oHKOJiornnecKHx 3a6ojieBaHHH. 

rtmiMep 5. HMMVHOMojyjiHPviomafl (HHTep&epoHoreHHaH) aigTHBHOCTb 

AjIJIO^epOHBI OTHOCKTCil K HMMyHOMO^yjIOTOpaM, MexaHHSM ^CHCTBHH KOTOpBIX CB£3aH 

15 c FTHTTyKT^neH CHHTesa HHTepcJ)epoHOB JieHKOi^nxaMH KpOBH (9). O^Ha H3 uejieft 
HacTOJimero H3o6peTeHH£ cocTo^na b coxpaHeHHH HMMyHOMO^yjinpyiomero ^chctbhm b 
cneKTpe onojiomHecKOH arcraBHOCTH ajurocTaTHHOB. HacToanjnH npnMep 
HjijnocTpnpyeT HMMyHOMO^yjinpyioiiiyio aKTHBHOCTB ajuiocTaTHHa 1 Ha Mo^enn 
HH^yKUHH CHHTe3a HHTep4>epoHa jienKOii,HTaMH nejioBeKa in vitro. 

20 06pa3n;Bi AOHOpcKOH KpOBH CMeinnBajin c bo^hbim pacTBopoM ncnBiTyeMoro npenapaTa 
h KyjTBTypajiBHon cpe^on b oTHonieHHH 1:1:8. KoHeHHaa KomjeHTpaijHfl npenapaTOB b 
HHKy6an;HOHHOH cnecn cocTaBJiana 0 (kohtpojib), 0.01, 0.1, 1 huh 10 mkiYmji b 
pa3JiHHHBix BapnaHTax onBiTa. 3Ty cMecB HHKySHpOBajin b TeneHHe 24 nacoB npn 37°C 
b CO2 TepMocTaTe. 3aTeM kjictkh KpOBH 6bijih ocaagjeHBi ixeHTpn^yrHpoBaHneM. nocjie 

25 3Toro cepnajiBHBie pa3Be,zjeHHH nojiyneHHoro cynepHaTaHTa 6bijih noMeiqeHBi b JiyHicn 
96-JiyHOHHoro nitaHineTa, co^epxcamne mohocjioh TecT-KyjiBTypBi kjictok L-41, h 
npOHHKy6HpOBaHBi 24 h b xex >Ke ycjioBnax. 3areM mohocjioh kjictok 6biji 

HH^HIJiHpOBaH BHpyCOM Be3HKyjI5TpHOrO CTOMaTHTa B ^03e ? paBHOH 100 IJADko (A03a 3 

BBi3BiBaxomaH ra6ejiB 50% KJieTOK mohocjioh) h nponHKy6npOB aH 18h npn 37°C. 3aTeM 
30 KJieTKn 6bijih OKpaineHBi 0.1% pacTBopoM KpacnTejia KpHCTajiBHBin cjmojieTOBBiH. JJpsiz 
pa3pynieHHoro BHpycoM mohocjioh 6BiJia onpe^ejieHa nyTeM H3MepeHHfl onTH^ecKOH 
nJioTHOCTH 3KCTparHpoBaHHoro KpacHTejiK npn ,zi;jiHHe bojihbi 590 hm. nojiyneHHtie 
3HaneHH5i cpaBHHBajiHCB c 3(|)<i>eKTOM pe^epeHC-npenapara HHTep(J>epoHa-ajiB<i>a h 
nojiyHeHHBiH thtp HHTep4>epoHa pacHHTBiBajica b e^HHnijax (ME) aHTHBHpycH oh 
3AMEHiIIOmHH JIHCT (IIPABHJIO 26) 



WO 2005/068491 PCT/RU2004/000541 

9 

aKTHBHOCTH HHTept|)epoHa-ajiB<i>a. Ha Ohi\ 5 cyMMHpOBaHBi pesyjiBTaTBi nccjie,n;oBaHH£ 
o6pa3u;oB KpoBH 6 ^oHopoB, B3iiTBie b .zjByx aHajiHTH He ckhx noBTopHOCTiix (Bcero 12 
onpe^eneHHH RJia Kaac#oii tohkh). 

npHBe,n;eHHBie pe3yjiBTaTBi CBEmeTenBCTByioT o tom, hto HHTep^epoHoreHHaa 
5 aKTHBHocTB ajuiocTaTHHa h anno(|)epoHa cynjecTBeHHO He pa3 JiHHaeTcsi . Cjie^OBarejiBHO., 
ajxnocTaTHH, npHo6peTaa cneijHcjDHHeciaie cBOHCTBa, nojie3HBie rjlsi ero npHMeHeHH5i b 
KanecTBe npoTiiBOonyxoneBoro npenapaTa, b to >Ke BpeMH coxpaHKeT npncymyio 
ajuio^epOHy HMMyHOMO^yjiHpyioiijyio aicraBHocTB. Ha 3tom ocHOBaHHH amiocTaTHH 
Mo^ceT 6bitb HcnojiB30BaH b oHKOJioraH h Apyrax o6jiacT^x ? r^e 3to MoaceT 6bitb 
10 nojiesHo) b KanecTBe npenapaTa ^bohhoto ^eHCTBHH: np^Moro (ijHTOTOKCHHecKHH n 

aHTHnpOJIH^epaTHBHBIH 3(|)<|)eKT ? nOTeHUHpOBaHHe 3(|)(J)eKTa IJHTO CTaTHKOB) H 

onocpe^OBaHHoro (HMMyHOMO Ayjinpyionjero) . 

IIPHMep 6. AHTHBHPVCHaH UKTHBHOCTB ajIJIOCTaTHHa 

15 B HccjieAOBaHHHX npOTHBOBHpycHoro ,a;eiiCTBHH ajuiocTaTHHa b KanecTBe MO^enH 
ncnojiB30BajiH jieTajiBHyio rpimno3Hyio HH^eKiUHio y Gecnopo^HBix 6ejiBix MBinien 
o6oero nojia Maccon 14-16 r. B paSoTe ncnojiB30Bajra BHpyc rpunna A/Aichi/2/68 
(H3N2), a^anTHpoBaHHBiH k Scjibim MBiinaM. A jijio CTaTHH h ajuio(J)epoH pacTBopajra b 
OTCTHJiJinpoBaHHOH Bo^e h bbo^hjih echbothbim no 0,25 mji noAKo^KHO H3 pacneTa 25 

20 mkf Ha mbiihb (1,5 mt/kt Beca). B KanecTBe njian;e6o b kohtpojibhoh rpynne bbo^hjih 

.AHCTHJIJIHpOBaHHyiO BO,Hy. fljltf OnpeAeJieHHH npOTHBOBHpyCHOH aKTHBHOCTH 

npenapaTOB ncnojiBSOBajiH npo(|>HJiaKTHHecKyio cxeMy BBe^eHHH — o^HOKpaTHoe 
BBe^eHHe npenapaTOB 3a 24 naca ao 3apaaceHHJi. Bnpyc bbo^hjih 3khbothbim 
HHTpaHa3ajiBHO xior JierKHM 34>HpHBiM HapK030M b #03 e 3 h 30 LD 50 . B Ka^yK) rpynny 
25 Ha6jiio^eHHH 6panH no 10 MBinieii. HaGjiiOAeHHe 3a >khbothbimh ocymecTBJiHJiH b 
TeneHHe 14 .nHeiL OniccHpoBajiH CMepraocTB >khbothbix b kohtpojibhbix h ohbithbix 
rpynnax. 

Pe3yjiBTaTBi 3KcnepHMeHTa npeACTaBJieHBi b Ta6jiHn;e 5. 06a npenapaTa oSecnennBajiH 
o^HHaKOBO 3(J)4)eKTHBHyio 3ain;HTy ot JieTanBHOH rpnnno3HOH HHcfreicijHH y MBinien. 
30 TaKHM o6pa30M 5 ajuiocTaTHH coxpaHaex aHTHBHpycHyio aicraBHocTB, xapaKTepHyio rjw 
ajuio$epoHa. Ha stom ocHOBaHHH mo>kho npe^nojiaraTB, hto ajuiocxaTHH MO^ceT 6bitb 
ncnojiB30BaH b KanecTBe aHTHBHpycHoro cpe^CTBa, KaK h ajuio(|)epoH. npn 3tom 
HanSojiee n;ejiecoo6pa3Ho ero npHMeHeHHe BMecTO ajuio^epoHa b cjiynae norpaHHHHBix 
coctojihhh, oSBe^nronomnx BnpycHyio h OHKOJioraHecKyto naTOJioraio, Hanpnivtep npn 
3AMEHiIIOmHH JIHCT (IIPABHJIO 26) 
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onyxojiax BHpycHoii aTHOJioran hjih rjul JieneHH^ BHpycHBix 3a6oJieBaHHH y 
OHKOJIOrHHeCKHX 6ojibhbix. 

JlynniHii BapnaHT ocymecTBJieHHH H3o6peTeHHH 

5 3a5iBjieHHBiH npoTHBOonyxoneBBiH h aHTHBHpycHBii* nenTHA npe^CTaBjieH KaK jiynniHH 
BapnaHT b npHMepe 1 ? nocKOHBKy oh Han6ojiee nojiHo pacKpBiBaeT TepaneBTHHecicyio 
3(J)(|)eKTHBHocTB onpoSoBaHHoro b Jia6opaTopHBix ycjioBHHX ochobbi Rim nojiyneHH^r 
TaKHx npenapaTOB hs nncjia /jaHHoro KJiacca nenTHAOB, kotopbih npe^cTaBjiaeT co6oh 
neiiTKR, coctokih;hh H3 13 aMHHOKHCJioT, cooTBeTCTByiomHx cTpyicxype ajinocTaTHHa 1. 

10 nenra^ 6biji cnHTC3HpOBaH MeTo^OM TBep,zj;o<i)a3Horo cHHTesa Ha aBTOMaraHecKOM 
MHoroKaHajiBHOM CHHTesaTope Multisyntech GmbH Witten c HcnojiB30BaHHeM Fmoc- 
(N-[9-(|)JiyopeHHJi] MeTOKCHKap6oHHJi)-3aMen];eHHBix aMHHOKHCJioT. Oracraa 
cHHTe3HpoBaHHoro nenraAa npoH3BOflHJiacB mctoaom o6paTHO(|)a3HOH B35KX Ha 
xpoMaTorpa4>e Shimazu LC8 c kojiohkoh Chromasil CI 8, 10 mm. ^hctotv nojiyneHHoro 

15 nenra^a KOHTpojinpoBajiH TaoEce mcto^om B3)KX (Ohi\ 1). KoppercraocTB cHHTe3a 
no^TBep^KAeHa MaccnercrpoMeTpHHeeKH mqtorom MALDI-TOF Ha npn6ope Finnigan 
TSQ 7000 (Ohi\ 2). 3iccnepHMeHTajiBHO ycTaHOBjieHHaa Macca nenTH^a cooTBeTCTByeT 
pacneTHOH, pa3JiHHHJi Haxo^aTCH b npe^ejiax ohih6kh H3MepeHHJi. 

20 IIpOMMIIIJieHHaH npHMeHHMOCTb 

IlpoMBinijieHHaH npHMeHHMOCTB 3aaBJieHHoro H3o6peTeHHJi no^TBep^KflaeTca: 
pesyjiBTaTaMH jia6opaTopHBix Hccne^oBaHHii h pacneTOB, KOTopBie OTpa^ceHBi b 
npHMepax 1-6 h npHBe^eHHBix hh>kc Ta6jiHn;ax 4 h 5. 3th MaTepnajiBi noica3BiBaioT, 
25 hto npHMeHeHHe anno CTaTHHa nosBOJiaeT no^aBjiHTB npojin^epaipiio onyxojieBBix 
KJieTOK h hx ajiHMHHaijfflo chctcmoh HMMyHOJiorHHecKoro Ha^opa opraHH3Ma ? HTO 

jJBJI5ieTCfl OCHOBHOH IjeJIBIO TepanHH H npO(|>HJiaKTHKH OHKO JIOrHHCCKHX 

3a6oJieBaHHH. Cxo^hbim o6pa30M npHBe^eHHBie MaTepHajiBi cbh^ctc jib cTByioT o 

IipHMCHHMOCTH H306peTeHH5I RJW TepanHH BHpyCHBIX HH(J)eKIi;HH nyTeM CTHMyJIHUHH 

30 MexaHH3MOB aHTHBHpycHoro HMMyHHTeTa. OnHcaHHBifi b MaTepnanax 3aaBKH MeTOA 
cHHTC3a 3aaBjieHHBix nenTH^OB ^ocTyneH MacniTa6HpOBaHHio b npoMBinuieHHBix 

yCJIOBHHX. 
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Ta6jiHiT,a 1. roMOJiornii cHKBCHca npe^jiaraeMoro nenra^a h npnoHOBbix 6enKOB 
MneKonHTaiorqHX. 



SEQID 
NO 1 
AjuiocTa ' 

THH 1 


His 


> 


Val 




> 


m 

M 


IS 


§5! 




XT. 

ffi 


Gly 






PC 


Gly 


SEQID 
NO 2 
PrPl 
Trast 
f 80-91 


His 


> 


Gly 




> 

o 


* ID p 


ESS 

i© 


ill 


Pro 


His 


>? 
O 






> 
O 


Gly 


SEQID 
NO 3 
PrPl 
Trast 
f 96-108 


His 


> 

o 


>> 
O 


Glv 


Glv 




fl 


Si 




> 
O 


Gly 




Thr 


His 


Gly 


SEQID 
NO 4 
PrP2 
Trast 
f 64-75 


His 


Glv 


Gly 




> 






i**P 

m 


Pro 


His 


Val 






Glv 


Gly 


SEQID 
NO 5 
PrP2 
Trast 
f 72-83 


His 


Val 


Gly 




> 

CD 






M 


Pro 


His 


Gly 






Glv 


Gly 


SEQID 
NO 6 
PrP2 
Trast 
f 88-100 


His 


> 
O 


Gly 


Glv 


>, 


IS 




ill 




Glv 


Gly 




Thr 


His 


o 


SEQID 

NO 

Prio 
bovin 
f 96-108 


His 


Glv 


Gly 


Glv 


> 

o 


ifl 








Glv 


Gly 




Thr 


His 


Gly 


SEQID 
NO 8 
Prio 
bovin 
f64-75 


His 


> 


Gly 




> 




:<£> 




Pro 


His 


Gly 






> 
O 


Gly 


SEQID 
NO 9 
PrP 

Human 
f52-66 


Gin 


> 


Gly 


Glv 


> 

o 




Fg 
r-H 

:.C? 


to; 


Pro 


His 


Gly 


Glv 


>■ 
O 


Tro 


Gly 


SEQID 

NOlO 

PrP 

Human 
f 69-83 


His 


> 

o 


Gly 


> 

o 






rs 


o 


Pro 


His 


Gly 


Glv 


Glv 




Gly 


SEQID 

NOll 

PrP 

TT 

Human 
f 85-97 


His 


Glv 


Gly 


Glv 






lO 


LOJ 




O 


Gly 


> 


Thr 


His 


Ser 
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§ B 

1 . a 












j 331 




PET 

















Ta6jiHu;a 2. CpaBHHTejiBHBiH aHaJiH3 aMHHO khc jiothbix nocJieflOBaTejiBHOCTeii 
ajiJio(J)epoHa 1 h ajuiocTaTHHa 1 . 



gj 




























CO 

a 


rH 




on 






vol 




OO 




O 




T— 4 


CO 


III B 


His 


Glv 


Val 


Ser 


Gly 


Trp 


Gly 


Gin 


His 


Gly 1 


fll 


His 


Gly 


SEQID 
NO 2 

pOH 1 


His 


Glv 


> 


Ser 


Gly 


ffis 


Gly 


Gin 


His 


Gly 


131 
>l 


His 


Gly 



5 TaSjraija 3. CpaBHHTejiBHBiH aHajiH3 o6iEpax cTpyioypHBix (|)opMyji anjio<|)epoHOB h 



aJIJIOCTaTHHOB. 



Ajijioc|)epo 

HBI 




His 


Gly 


x 2 


His 


Gly 


Val 


x 3 


AjuiocTa- 

THHBI 




Trp 


Gly 


Gin 


x 2 



TaSjiHi^a 4. KoMOiiniipoiiaHHoe ^eitcTBHe i^HKJio^oc^aMHAa n ajuiocTaTHHa Ha 
10 ciiocoShoctb onyxojieBWX kjictok jihhhh P388,ZU k o6pa30BaHino AonepuHx 

KJIOHOB 



npena- 


KoHijeHTpa 


KOJI-BO KJIOHOB B 


Cpe^Hee koji-bo 


paT 




OT,n;ejiBHBix 
uyHKax 




KJIOHOB 






1 


2 


3 




Koh- 




16 


16 


12 


14,7+1,3 


TpOJIB 
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LJhkjio 
4>oc(|>a 


1,5 mkt/mji 


12 


19 


14 


15,0 + 2,1 


Ajijio- 

CTaTHH 


0,1 MKr/MJI 


21 


20 


14 


18,3 + 2,2 


1 mkt/mji 


14 


19 


!9 


17,3 ± 1,7 


10 MKr/MJI 


16 


15 


21 


17,3 ± 1,9 


IJhkjio 
cpoccpa 

MHfl + 

Ajijio- 

CTaTHH 


1550 ht/mji 
+ 0,1 
mkt/mji 


8 


8 


9 


8,7 + 0,3 


1550 hjt/mji 
+ 1 mkt/mji 


6 


6 


10 


7,3 + 1,3 


1550 ht/mji 
+ 10 mkt/mji 


3 


4 


4 


3,7 + 0,3 



Ta6jiHi|a 5. IIpoTHBOBHpycHaa aKTHBHoert npenaparoB ajuiocTaTHH h ajuiotpepoH b 
OTHonieHHH BHpyca rpnnna A/Aichi/2/68 (H3N2) Ha McmejiH JieTaji&HOH 
rpHnnosHOH H H <peKHHH y 6ejiBix M&nneS. 



5 



npenapaT 


,n;o3a 

BHpyca, 
LD 50 


CMepTHOCTb 
JKHBOTHblX 

(najio/3apa>iceH 

O, UIT.). 


EEpoiieHT 

TH6ejIH, % 


CMepraocTB no cyMMe 
flByx ^03 BHpyca. % 




30 


10/10 


100 


90 




3 


8/10 


80 






30 


6/10 


60 


50** 


2 » 


3 


4/10 


40 






30 


7/10 


70 


50** 


8 in 
<I ret 


3 


3/10 


30 





BepOJITHOCTb OTJIHHHH OT KOHTpOJia P< 0,01 
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3. Aviles et al. Leuk. Lymphoma, 1998, 30,5-6, p. 651-656 
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25 
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OOPMYJIA H30EPETEHHJI 

1 . ITeiiTH^Bi, xapaKTepH3yeMBie o6m;eH cTpyioypHOH <J)opMyjiOH 
Xi Trp Gly Gin X 2 

hjih hx <J)apManeBTHHecKH npHeMJieMBie cojih, hjih acjDHpBi, hjih aMH^bi, 
5 r^e Xi oTcyrcTByeT, jih6o coAepaKHT He MeHee 1 aMHHOKHcjioTBi., 
X2 OTcyTCTByeT, jih6o coflepacHT ne MeHee 1 aMHHOKHcjioTBi . 

2. lien-raw no n. 1, co^ep^camHH #0 30 aMHHOKHCjiOTHBix ocTaTKOB, npe^noHTHTejiBHo 5- 

15 aMHHOKHCJIOTHBIX OCTaTKOB 

10 3. IlenTH^ no nn. 1, r^e Xi BBi6paH H3 rpynnBi, coAep^Kameii 0 aMHHOKHcjioT, His-Gly- 
Val-Ser-Gly-, His~Gly~Gly-Gly- 5 His-Val-Gly-Gly-, His-Gly-Gly-Gly-Gly-, Gln-Gly- 
Gly-Gly-Gly- h His-Gly-Gly-Gly- 

4. rienTH^ no nn. 1, r,n;e Xo BBiGpaH H3 rpynnti, co^epflcaiijeH 0 aMHHOKHCJioT, 
-His-Gly-Thr-His -Gly, -Gly-Gly-Thr-His-Gly, -Pro-His-Val-Gly-Gly, -Pro-His-Gly-Gly- 

1 5 Gly, -Pro-His-Gly-Gly-Gly-Trp-Gly, -Gly-Gly-Gly-Thr-His-Ser 

5. IlenTH^; no n. 1, BBi6paHHBiii H3 rpymiBi, co^epacaiueii 

His«Gly-Val-Ser-Gly-Trp-Gly«Gln-His-Gly-Thr-His -Gly, His-Gly-Gly-Gly-Trp-Gly-Gln- 
Pro-His-Gly-Gly-Gly, His-Gly-Gly-Gly-Gly-Trp-Gly-Gln-Gly-Gly-Thr-His-Gly, His-Gly- 
Gly-Gly-Trp-Gly-Gln-Pro-His-Val-Gly-Gly 5 His-Val-Gly-Gly-Trp-Gly-Gln-Pro-His-Gly- 
20 Gly-Gly, Gln-Gly-Gly-Gly-Gly-Trp-Gly--Gln-Pro-His-Gly"Gly-Gly-Trp-Gly 5 His-Gly-Gly- 
Gly-Trp-Gly -Gln-Pro-His-Gly-Gly-Gly-Trp-Gly, His-Gly-Gly-Gly-Trp~Gly-Gln-Gly-Gly- 
Gly-Thr-His-Ser 

6. BejiKH n nojinnenTHABi, b cocTaB kotopbix bxo^ht aMHHOKHCJioTHBie 
nocjie^OBaTejiBHOCTH no n. 1 

25 7. nenTH^Bi no n. 1, oGjia^aiomne aHTHnpoJiH(|) epaTHBHOH h ijHTOTOKCHnecKOH 

aKTHBHOCTBK) 

8. nenra^Bi no n. 1, o6jia^aK>mne npoTHBoonyxojieBon aKTHBH 0 ctbio 

9. ITenTHflBi no n. 1 , oSjia^aromne aHTHBnpycHOH aKTHBHOCTBio 

10. rtenxHABi no n. 1 ? oGjiaflaiomne HMMyHOMO^yjinpyion^eH aKTHBHOCTBio 

30 11. BejiKH h nojinnenra^Bi no n. 6, oSjiaAaiomiie npoTHBOonyxojieBOH aKTHBHOCTBio 

12. BejiKH h nojinnenTH^Bi no n. 6, oGjia^aionme aHTHBHpycHoft aKTHBHOCTBio 

13. BejiKH h nojinnenTHflBi no n. 6, oSjia^aiomiHe HMMyHOMO^yjiKpyronjeii aKTHBHOCTBio 

14. XnMHHecKHe coe^HHeHiM, He ABjiaioiijHecji npnpo^HBiMH nenTH^aMH hjih 6ejncaMH, 
oSjia^aiomne aHTHnpoJiHc^epaTHBHoit, ijHTOTOKCHHecicoH, npOTHBOonyxojieBOH hjih 
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aHTHBHpyCHOH aKTHBHOCTBK), B COCTaB KOTOpBIX BXOtfHT aMHHOKHCJIOTHafl 

nocjie,n;oBaTejii>HOCTB 5 cooTBeTCTByiomaa n. 1 

15. OapMai^eBTH^ecKHe KOMno3Hn;HH 5 b k jnoHaio iu;He nenTHtfBi no n. 1 

16. <J>apMau;eBTHHecKHe KOMno3Hij;HH 5 BKJiiOHaiomHe 6ejiKH h nonnnenmnjj no n. 6 

5 17. <&apMan;eBTHHecKHe KOMno3Hii;HH, BKJifonaiomHe xaumecKKG coe^HHeHHa no n. 14 

18. HyKJieoTH^HBift chkbchc, KOAHpytoH3,HH hkd6oh H3 nenTHAOB no n. 1 

19. Beicrop, no^xoOTmHH rjiz aiccnpeccHH jnoSoro H3 nenTHtfOB no n. 1 b kjictkc- 
xo3KHHe ? KOTOpaa sKcnpeccnpyeT stot nenTH# nocjie TpaHC^opMai^nn, BKjnoHaa 
4>parMeHT flHK, KO^Hpyion^HH nenxim no n. 1 

10 20. KjieTKa-xo3iiHH 9 TpaHc^opMHpoBaHHaa BCKTOpoM no n. 19 
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1/5 



mAbs 



400 



200 i 



12.305 



0 



13.325 

h,**Ww ..in, 



0 



10 



20 



mm 



<J>nr. 1 
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2/5 



100 



80 



60 - 



40 - 



20 - 



1315.9 



S ^ — — ..i n-, i i ui ii h i ;* ,. * . . ! ^ 



1250 1300 1350 



1400 



<Dnr. 2 
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30 
25 - 
20 - 
15 - 
10 - 
5 



-O- AnnocpepoH 
AnnocTaTMH 




, 1 1 1 1 1 X 

0 0,001 0,01 0,1 1 10 



Onr. 3 



Ilo och X: MKr/MJi 

IIo och Y: KpaTHOCTt pocTa nonyjiau.HH 3a 90 nacoB 
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4/5. 




15 20 25 30 35 40 45 50 



1 -#-2 -«-3 -A^4 



Onr. 4 



IIo och X: £hh nocjie HMiuiaHTaijHH onyxonH 
no och Y: % MBiineft c onyxojiaMH 

1 - KOHxpojib (n = 17) 

2 — ajmocTaTHH (n = 20) 

3 - xeMOTepanHH (n = : 20) 

4 - xeMOTepairas + ajmocTaTHH (n = 20) 
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Our. 5 



rio och X: mkt/mji 

no och Y : HHTep4>epoH 9 ME/mji 
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nepeneHB nocjie^oBaTejiLHocTeH 

<1 10> ^epH&ini Cepreft HBaHOBKra; Chernysh Sergey Ivanovich 
<120> IlpoTHBOonyxojieB&ie h aHTHBHpycHfcie nenTH#Bi 
<160> 12 
5 <210> 1 
<211> 13 
<212> PRT 

<213> HcKyccTBeHHaa nocjie/ioBaTeji&HOCTB 
<220> 

10 <223> AjuiocTaTHH 1 
<400> 1 

His Gly Val Ser Gly Trp Gly Gin His Gly Thr His Gly 
15 10 



15 

<210>2 

<211>264 

<212>PRT 

<213> Tragelaphus strepsiceros 
20 <220> 

<223> fragment AA 80-91 of Trast prion protein 1 precursor (PrPl Trast) 
<308> Swissprot P40242 
<309> 1995-02-31 
<400> 2 

25 His Gly Gly Gly Trp Gly Gin Pro His Gly Gly Gly 
1 5 .10 

<210> 3 
<211>264 
30 <212> PRT 

<2 1 3> Tragelaphus strepsiceros 
<220> 

<223> fragment AA 96-108 of Trast prion protein 1 precursor (PrPl Trast) 
<308> Swissprot P40242 
35 <309> 1995-02-31 
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<400> 3 

Gly Gly Gly Gly Tip Gly Gin Gly Gly Thr His Gly 
15 10 

<210> 4 

5 <211>256 
<212> PRT 

<213> Tragelaphus strepsiceros 
<220> 

<223> fragment AA 64-75 of Trast prion protein 2 precursor (PrP2 Trast) 
10 <308> Swissprot P40243 
<309> 1995-02-31 
<400> 4 

Gly Gly Gly Trp Gly Gin Pro His Val Gly Gly 

15 <210> 5 
<211>256 
<212>PRT 

<213> Tragelaphus strepsiceros 
<220> 

20 <223> fragment AA 72-83 of Trast prion protein 2 precursor (PrP2 Trast) 
<308> Swissprot P40243 
<309> 1995-02-31 
<400> 5 

Val Gly Gly Trp Gly Gin Pro His Gly Gly Gly 

25 

<210> 6 

<211>256 

<212>PRT 

<213> Tragelaphus strepsiceros 
30 <220> . 

<223> fragment AA 88-100 of Trast prion protein 2 precursor (PrP2 Trast) 
<308> Swissprot P40243 
<309> 1995-02-31 
<400> 6 
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Gly Gly Gly Gly Trp Gly Gin Gly Gly Thr His Gly 
<210>7 
<211>264 
<212>PRT 
5 <213>Bostaurus 
<220> 

<223> fragment AA 96 - 108 of Bovine prion protein 1 precursor (Prio bovin) 
<308> Swissprot PI 0279 
<309> 1989-03-10 
10 <400>7 

Gly Gly Gly Gly Trp Gly Gin Gly Gly Thr His Gly 

<210> 8 
<211>264 
15 <212>PRT 

<213> Bos taurus 
<220> 

<223> fragment AA 64-75 of Bovine prion protein 1 precursor (Prio bovin) 
<308> Swissprot PI 0279 
20 <309> 1989-03-10 
<400> 8 

Gly Gly Gly Trp Gly Gin Pro His Gly Gly Gly 

<210>9 
25 <211>253 
<212> PRT 
<213> Homo sapiens 
<220> 

<223> fragment AA 52-66 of human prion protein precursor (PrP Human) 
30 <308> Swissprot P04156 
<309> 1986-11-03 
<400> 9 

Gin Gly Gly Gly Gly Trp Gly Gin Pro His Gly Gly Gly Trp Gly 
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<210> 10 
<211>253 
<212> PRT 
<213> Homo sapiens 
5 <220> 

<223> fragment AA 69-83 of human prion protein precursor (PrP Human) 
<308> Swissprot P04156 
<309> 1986-11-03 
<400> 10 

1 0 His Gly Gly Gly Tip Gly Gin Pro His Gly Gly Gly Trp Gly 

<210>11 
<211>253 
<212> PRT 
15 <2 1 3> Homo sapiens 
<220> 

<223> fragment AA 85-97 of human prion protein precursor (PrP Human) 
<308> Swissprot P04156 
<309> 1986-11-03 
20 <400> 1 1 

His Gly Gly Gly Trp Gly Gin Gly Gly Gly Thr His Ser 

<210> 12 
<211> 13 
25 <212> PRT 

<213> Calliphora vicina 
<220> 

<223> AjinocjjepoH 1 
<310>RU 2172322 CI 
30 <311> 1999-12-27 
<312> 2001-08-20 
<400> 12 

His Gly Val Ser Gly His Gly Gin His Gly Val His Gly 
1 5 10 
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an extent that no meaningful international search can be carried out, specifically: 



see supplementary sheet 



3. I I ClaimsNos.: 



L_l 



because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1 . [ 1 As all required additional search fees were timely paid by the applicant, this intemational search report covers all 

searchable claims. 

2 . [ | As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3 . I I As only some of the required additional search fees were timely paid by the applicant, this international search report 
covers only those claims for which fees were paid, specifically claims Nos. : 



4. I ~| No required additional search fees were timely paid by the applicant. Consequently, this i 
' ' restricted to the invention first mentioned in the claims; it is covered by claims Nos. : 



Remark on Protest | | The additional search fees were accompanied by the applicant's protest. 

Q j No protest accompanied the payment of additional search fees. 
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because they relate to parts of the international 
application that do not comply with the prescribed 
requirements to such an extent that that no meaningful 
international search can be carried out, specifically: 

the indicated claims do not comply with the requirements of 
PCT Article 6 for clarity and conciseness; the range of 
protection sought for the indicated claims is so broad that 
it does not seem possible to cite all the relevant prior 
art documents (more than 9000) ; the search report therefore 
cites only some of the relevant references. 
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A. KJ1ACCH<DHKAUPW IIPEflMETA M30EPETEHH5I : 

C07K 7/06, 7/08, A61K 38/08, 38/10, 38/16, A61P 31/12, 35/00, 37/02 
Coniaciio Me>KflyHapoflHOH nareHTHOft KJiaccH<|)HKau,HH (MI1K-7) 



B. OBJ1ACTH nOHCKA: 



npOBepeHHBIH MHHHMyM flOKYMeHTaUHH (CHCTCMa KJiaCCH^HKaUHH H HH^eKCU) MI1K-7: 

C07K 7/06, 7/08, 14/00, A61K 38/08, 38/10, 38/16, A61P 31/12, 35/00, 37/02 



flpyraa npoBepeHHaa ^OKVMeHTaunji b toh Mepe, b KaKOH OHa BKnioHeHa b noHCKOBwe no^6opKH: 



3jieKTpoHHaa 6a3a aaHHhix, McnojMOBaBmaflca npH nowcKe (HasBaHne 6a3bi m, ccjth, bo3mo>kho, nowcKOBue TepMHHM): 
C. flOKyMEHTBI, CHHTAJOlUllECff PEJIEBAHTHblMH: 



KaTeropua* 



CcbiJiKH Ha floicyMeHTbi c yKa3aHHeM, r^e 3TO bo3mo>kho, pcjieBaHTHbix HacTefi 



Othochtca k nyHioy N° 



X 
X 
X 



X 
A 



EP 0668350 Al (AKZO NOBEL N. V.) 23. 08. 1995, c. 5, (fopMyjia n.n. 5-7, I0-I 1, 22 

DE 19741607 Al (PRIONICS AG) 25. 03. 1999, c. I, crpoica 50, (j^opMyna n.n. 3, 10 

WO 2001/077687 A2 (V. I TECHNOLOGIES, INC.) 18. 10. 2001, c. 1, a63. 2-3, 
(JjopMyjia, n.n. 8-9 

US 5773572 A (PROTEUS MOLECULAR DESIGN LIMITED) 30. 06. 1998, koji. 1, 
(JjopMyjia n. 8 

WO 1996/013590 A2 (INNOGENETICS N. V.) 09. 05. 1996, (j>opMyjia n. 5 
RU 2172322 CI (MEPHbllil CEPTEH HBAHOBM) 20. 08. 2001 



1-2, 6-20 
1-2,6-17 
1-2, 6-14 

1-2, 6-14, 18-20 

1,6-13, 15-16, 18-20 
1-5,7-10, 15 



nocjicayiomHC flOKyMCHTM yKa3aHbi b npoaoJi>KeHHH rpafobi C. 



aaimbie o naTeHTax-aHanorax yKa3aHbi b npHno^KeHHH 



OcoGue KaxeropHH ccbuioMHbix AOKyiueHTOB: 

V ao K*y m cht, onpcnenxiouiHft o6w»% ypoaenb tcxhhkh h hc cnHTaioiuniicH 

ocoSo pejieBaHTHWM 
I 6ojiee paHHfla 3a*BKa hjih naTeHT, ho ony6jiHKOBaHHaa Ha AaTy 
MOKayHapoflHOH noAaMH hjih nocjie Hee 
AOKyMeiiT, noABepraiomHH comhchhio npHTfl3anHe (a) Ha npHopHTeT, 
hjih KOTopbm npHBOflHTCJi c uenbjo ycTaHOBjieHH» astm ny6nHKauHH 
Apyroro ccuJiOHHoro AoicyMeHTa, a raKjKe b Apyrnx uenax (KaK yica3aHo) 

O AOKyMeHT, othochuwhch k ycTHOMy pacKpwTHK), Hcnonb30Baimio, 

3KCn0HHpOBaiIHlO H T A. 

P ROKy\tenT y onydJiHKOBaHHbiii AO Aa™ MOKAy«apOAHOH fiOAaqw, ho 
nocjie AaTbi HcnpauiHBaeMoro npHopHTeta 



T 6ojiee n03AHHH AOKyMeHT, onyfrnHKOBaHHbiH nocne AaTbi 
MeacAyHapOAHOH noAa^H hjih npHopnreTa, ho npHBeACHHbiH 
Ana noHMMaHHa npHHumia hjih Teopiro, Ha KOTOpbix 

OCHOBblBaeTCH H306peTeHMe 

X AOKyMeHT, HMeiomwH Han6ojiee 6jiH3Koe OTHomeiiHe k npejiMery 
noHCKa, 3a>iBneHHoe H3o6peTeHHe He o6A3AaeT hobh3hoh hjih 
H3o6peTaTeiibCKHM ypoBHeM, b cpasHenHH c AOKyMem-OM, B3xtum 

B OTAeJlbHOCTH 

Y AOKyMeHT, HMefomHH HanSonee 67m3Koe otho m e h h c k npeAMeiy 
noucKa, 3a«arteHHoe H3o6pereHne He oSnaAaex H30 6 p eTaTe n bCKH m 
ypoBHeM, KorAa AOKyMeHT b3at b coneTaHHH c oahhm hjih Hecicojib- 

KHMH AOKyMeHTaMH TOH HCe KaTerOpHH, TaK3« KOMGHHaUHfl 

AO Ky m e hto b oHeBHAHa aji« cneunajiHCTa 
& AOKyMeHT, jiBJimoiAHHcfl naTeHTOM-aHanoroM 



flaTa ^jeMCTBHTejibHoro 3aBepweHH>i MeacayHapo^- 
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09 mom 2005 (09. 06. 2005) 
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YnojiHOMOHeHHoe jthuo: 
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rpac|)a II. 3aMenaHHSi ajih cjiynan, Konia HeKOTopbie nyHKTbi $opMyjibi He noA-neacaT nowcKy 

(IIpOflOJiHgeHHe nyHKTa 2 nepBoro jiHCTa) 

HacTOJimHH OTneT o MOK^yHapo^HOM noncKe He 6bm no.aroTOBneH b othoiuchhmh HeKOTopbix nymcroB 
^opMyjibi b cooTBeTCTBMM co CTaTben 17 (2) (a) no cjie^yiomHM npHHHHaM: 

1. Q nyHKTbi Ne: 

t.k. ohh oTHocflTCfl k o6beicraM, no KOTopbiM ^aHHbift Me>K;ryHapopflHbiH noHCKOBbin opraH He 06fl3aH 
npoBo^HTb noHCK, a hmchho: 

2. [j^] nyiiKTbi Nr. 1,2 

t.k. ohh othochtca k HacTHM MOKjryHapo^HOH 3aiiBKH, HacTOJibKO He cooTBeTCTByiomHM ycTaHOBiieHHbiM Tpe6o- 
BaHHJiM, hto no hhm Hejib3H npOBecTH nojiHoueHHbiH MeMc^yHapoaHbiH noncK, a hmchho: 

yKa3aHHbie nyHKTbi Ha cooTBcrcTByioT Tpe6oBaHHHM CTaTbH 6 b othoihchhh achocth h KpaTKocTH; 

o6i»eM HcnpauiHBaeMOH oxpaHbi yKa3aHHbix nyHKTOB cTOJib BenHK, hto He npe^cTaBnaercfl B03M0»cHbiM 

npouHTHpoBaTb Bee pejieBaTHbie ^oKyMeHTbi nonnauaioiHHe nojx 3a«BJieHHbie npHT5i3aHHJi (oojiee 9 thc); 

no3TOMy b oTHeTe o noncKe npHBe^eHa TOJibKO naerb peneBaTiibix aoKyMeHTOB. 

3. [^] nyHKTbi Nr. 

T.K. OHH ABJIfllOTCfl 3aBHCHMbIMH nyHKTaMH H He COCTaBJieHbl B COOTBCTCTBHH CO BTOpbIM H TpeTbHM npe#JIO>Ke- 

hmmh FIpaBHjia 6.4 (a). 



rpa(J)a III. 3aivieHaHHH cjiynan Heco6jno^eHHfl eAHHCTea H3o6pe reHiiH 

(npoflojiraeime nyHKTa 3 nepsoro JiHCTa) 

HacToauJMH Me^KAyHapoOTtiH noHCKOBbin opraH o6Hapy»cHJi HecKOJibKo rpynn M3o6peTCHHH b AaHHOH 
MeacziyHapOAHOH 3a«BKe, a hmchho: 



1 . [ | T.k. Bee Hco6xo,nHMbie AOiiojiHHTejibHbie nouiJiHHbi 6buiH ynjianeHbi cBoeBpeMeHHO, HacTOflmnn otmct 

o MOK/iyHapoznioM noncKe oxBarbiBaeT Bee nyHKTbi (JiopMynbi H3o6peTeHH$i, no KOTopbiM mo>kho npOBecTH noncK. 

2. T.k. Bee nyHKTbi (J>opMyjibi, no KOTopbiM mo>kho npoaecTH noHCK, Moiyr 6biTb paccMOTpeHbi 6e3 3aTpaT, onpaB- 
^biBaiomnx AonojiHHTejibiiyio nouuiHHy, Me>K£yHapo,ziHbiH noHCKOBbin opraH He Tpe6oBaji onjiaTbi 
^onojiHHTejibHon nouinHHbi. 

3. Q T.k. TonbKo HeKOTopbie H3 Tpe6yeMbix ^ononHHTejibHbix nouuiHH 6buiH ynjianeHbi 3a«BHTejieM CBoeBpeMeHHO, 

HaCTOJHHHH OTMCT O MCHCHyHapOflHOM nOHCKe OXBaTblBaeT JIHIUb Te nyHKTbi (^opMyjibi, 3a KOTopwe 

6buia npoH3Be,aeHa onnaTa, a hmchho nyHKTbi Nr. 

4. PI] Heo6xoAHMbie zionojiHHTejibiibie nouiJiHHbi CBoeBpeMeHHO He Smjih ynjianeHbi 3aaBHTejieM. 

CiicaoBaTe/ibHO, HacToaiUHK otmct o Mc>K,ayHapo,nHOM iiohckc orpaHHHHBaeTca rpynnon H3o6pereHHH, 
ynoMjmyTOH nepBon b (l)OpMyjre H3o6pcTeHHJi; a hmchho nyHKTbi Nr. 

3aMeMannn no B03pa>h~eHiiK> | | Y nnara ^onojiHHTejibHbix nouuiHH 3a noncK conpoBOKiiajiacb B03pa>KeHHeM 

3aflBHTejiH h, ecjiw npHMeHHMo, ynnaTOH nouuiHHbi 3a B03pa>KeHHe. 

1 1 YnjiaTa aonojiHHTeJibHbix noujjiHH 3a noncK conpoBo^ajiacb B03pa5KeHneM 

3aflBHTeJlfl, HO COOTBCTCTByiOlHHe nOUJJIHHbl 3a B03pa^KCHHe He 6bIJIH 

ynjioneHbi b tchchhh cpoKa, yKa3aHHoro b npczuioweHHH. 

1 | Y njiaTa zionojiHHTenbHbix nouuiHH 3a noncK He conpoBOK^ajiacb 

BQ3pa>KeHHeM 3aflBHTejifl. 

OopMa PCT/ISA/210 (npoAOjmeHwe nepBoro JiHCTa(2)) (anpejib 2005) 



